Introduction
Plasmodium falciparum is a eukaryotic parasite and 48 the causative agent for over 250 million cases of 49 malaria that result in 5 million deaths annually. 1 It clusters along ssDNA. 14, 15 The low cooperative,
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fully wrapped (SSB) 65 8.1 ± 0.4 and 11.2 ± 0.7 S with predicted molecular Fig. 1 . Pf-SSB is a stable homo-tetramer in solution. (a) Domain architecture of Pf-SSB and Ec-SSB proteins. (b) Sedimentation equilibrium experiments indicate that Pf-SSB is a stable homo-tetramer in solution. Experiments were performed at three different protein concentrations as indicated in the plot and at four rotor speeds (9500 , green; 11,500, blue; 14,000 , red; 7000 , black). The black smooth lines depict the fits to a single-species model, and the appropriate residuals are also shown.
wrap around the tetramer. 10 As such, an Ec-SSB 169 tetramer can bind either one molecule of (dT) 70 
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We also examined Pf-SSB and its ssDNA complexes 202 using sedimentation velocity. Pf-SSB tetramers, when 203 bound to either two molecules of (dT) 35 Schematic of DNA residues 1-13 that are observed in the monomer bound to the purple subunit and residues in Pf-SSB that interact with the DNA are shown. The residues colored red and blue are from the red and blue subunits, respectively, and all other residues are from the violet subunit. The green-filled arrows denote stacking interactions between the bases and the aromatic amino acid side chains. Details of the interactions between DNA bound to the violet subunit in Pf-SSB and the amino acid side chains are depicted with respect to nucleotides T1-T3 (c), T4-T5 (d), T6 and T8 (e) and T9 and T13: front view (f) and back view (g and f). The orange spheres denote density for either water or probable ion molecules in the structure that mediate specific interactions between the protein and the DNA.
Crystal structure of Pf-SSB is similar to that of 215 
Ec-SSB
216
We have solved a crystal structure at 2.1 Å 217 resolution of Pf-SSB in complex with two molecules 218 of (dT) 35 . The Pf-SSB used in the crystallization 219 contained amino acid residues 77-284. 76 are part of the ALS (Fig. 1a) In the Pf-SSB-(dT) 35 structure, the residues that 
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Together with R154, they form a series of well-340 networked connections that may control the entry of 341 the DNA into the next subunit ( Fig. 4f and g ). wrapping around the tetramer, where the 5′ end of Fig. 6 . ssDNA wraps around Pf-SSB with polarity opposite to Ec-SSB. Polarity of the ssDNA bound across a monomer in (a) Pf-SSB and (b) Ec-SSB. The DNA is bound with a 5′-to-3′ polarity from top to bottom in the Pf-SSB structure and with opposite polatiry in the Ec-SSB structure.
the DNA bound to subunit II connects with the 3′ end of the DNA bound to subunit III (Fig. 5a and b (Fig. 5b) . The shorter ∼ 18-Å gap would accommo-391 date ∼ 3 nucleotides (Fig. 5b) (Fig. 6b) . In the Pf-SSB structure, the 5′ end 
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( Fig. 6a) the bases of the DNA is apparent (Fig. 4) Pf-SSB (G92) and is also positioned close to the 519 DNA, suggesting a conservation of key amino acid 520 residues between the two proteins.
521
The third major difference between the two 522 structures lies in the tetramer-tetramer interface 523 between symmetry-related molecules (Fig. 7) . In all 5 mM 2-ME and 50% (v/v) glycerol.
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Expression and purification of Pf-SSB
593
The Pf-SSB gene was amplified from genomic DNA
594
(3D7 isolate, a kind gift from Dr. Daniel Goldberg,
595
Washington University) using the following primers: and lysed it using an Avestin cell disrupter (Avestin Inc., higher-order oligomers in solution (Fig. S1 ). program. 61 Initial phases were obtained by the molecular 
